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= (54) Title: MICROL1POSOMES AND PROCESS FOR PRODUCING THE SAME 

= (54)^WCO*«5: tt/J^ft«J*V-Afc*tf*a>BJfi»a 

"~ (57) Abstract: Microliposomes obtained by injecting liposome materials containing lipids into an aqueous sugar solution or a sugar 

== slurry of a high concentration. These microliposomes can be easily and efficiently produced while minimizing the amount of organic 

= solvents employed without resort to any severe physical treatments. 
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93 to ft 

$e>fcpb<«, siRSoiis*fflViT«jft*n**/h*u#y-A, 

io 
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(U#7-A (piiil3L 1988 #$D. tt/Mbwl©* 

5 h7^M-i:, u#v-A»««ft*o>gbaas*fco (#^253 

7 1 8 6 *t (WO 8600238, EP185756) i«»#$0 , S5EE 

«t<»e>n^gctLT, (i) Rmts&mmikm. Gm®m& 

Afeff$)Z> (U#V-A (MCg, 1988), ^<:7iMX>;uc:fctt5U# 
V-A^v-^.7;V (ya^U^-^xT^^, 1992) #88). 

25 sen, unscaiirm, iwa«tt»j^%ai»tt*, 3*r*y;i^»fc 
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^J:II»L^*^Pt§«S (#&¥4-3 6 7 3 5^lffl»£fc« 

8 4 1 2nmmmpm) m\z%%^n®&s&m&z\m-2 
5 mm, mm, 7m^WLm^tz\t^<Dmm.mz^Mti^mx^^ j 

¥4-3 7 7 3 ltMUM) Ttt, IBR©#ft*fc£*lHl©*ll:*:K:J: 

15 ^n6s*io-rs^iWtt, (i) ai*»jtuTffl^aiRo#!ifl:» 

(2) *HStt*^K:*tt*U#y-A»*ofiy*, S&tt (3) JgftftllRK? 
0J*.tf, #W¥9- 1 1 0 8 2 8^ (EP758645) BJ^(c^, Jg 

5S^J4) a 

U#V — At- 2 S u 5?— (Gregory Gregoriadis SI, LIPOSOME 
TECHNOLOGY, Vol. I, 2nd Edition, 229-252 (1993 *£58fr)) \Z\Z, S|CtS% 

*i$ it 5 u # y - Mmoom % , m* ommji^m w $ nx 

25 ^5. 

&&¥3 - 6 2 6 9 6^»*K:», H^*®^J<i: bTffl^T^ 

is««-r5 - £ \z j; o u *y-AWWo«rtt3Wjk#$n*eoia«3&«» o , 
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5- 5 1 3 3 8^ (EP 1 1 9 0 2 0) WMmiZte, *?JJgffil&tt 

5 10%W/V, a t *U<tt*53~7«W/VO»K©<ff5S7K?6tt*^"f^ 
#X&5£fEi;$nxV>5. 

i^-fn fcft/hft U # y -A 5 H t £ S W t tT» $ ttfc *> ©Xte 

10 EOJ^KffifcSmiffl^SftX^fcV*. 

15 ^rfefc:J:oT#6n*lR/hfeU#y-A*!iift"r*iltK:**. 

ViS C t K <fc o Xfifc/JSfc U #y - A#M*>t?»*Wfc»afiTS* £ 1 £ H 

20 Ttet>?>s *56w»KT©«/hfeu#y-ARr;-to»jfi*ftfta«'r* 
<b©x*5. 

[i] w»«o****'bb<»4«^5U-K:, »Kft^tnJ#y-AK» 
*axrsc:tfca;o#6n*«/K«tu#y-A. 

[2] U<tt*^ 5 U-fc, ll«££tfU#y-AJ»fl 

25 ftS£X-rs^tfcJ:0#6n*ti[ : Pff3&>4 0 0 nm<fc KtfrlS^mm 1 
o«j#y-A. 

[3] iii ona«nwtT*ti^3 0K*a©ii'&*c*tr**»tt%)b 
<tt«x7'j-&fflVisiasii2*ou#y-A. 



4 



WO 00/72824 



PCT/JPOO/03472 



[4] mi OMB5t*fLT7K*2~l 5W»gU<DSJ^T^tf«7K^t)U 

<tt«^7'j- *m ^ 5 mm 3 i3«© u # y - a. 
[5] =4i«ft«kr«i7;i'3-;u^6a«na-asfctt-aK± 

5 [6] y;i/n-x, 7)iz h-x, tfyZh-x. tjh— 5*h-x> 
x^p-x, hi/An-x. h-Jk t>- h-;u*3«fc^xuxu h 

zmtenz-m&rziz-m&tnffi&m^zmm 5 tarn© u * y-A. 

10 [8] HiSt£^tfU#y-AMift£UT, K«©**tt*«*»»tt*fflVi 

awsiEfcoutfy-A. 

7-t h - h u )i& zmtenztum s k«© u #y- a. 
[i o] mm ojnwKJtiTi-i o oRggp©7K^tt*r$i§&£&/Ji 

15 f 5M^8BB!fc©U#7-A. 

o.5~5 oH«p©**tt^«*»*^i#'r*«i«i offi*ou*y-A. 
[12] «ttS£jftu^y-A»»jtu/tt€rc, mm onmmzttvx, 
0.5-30 KMOTK«tt«rmtt^»rr«iiiffl 1 1 ib®© u #y-A. 
20 [13] b<i4«^ 5 u-ic, »RS£&u#y-A« 

[14] K^©»7K« ! bt<ttllx^U-(i, JBK&£trU#y-AJgC 
a&aAL$I£bT*i^gj&*4 0 0 nm«k0/j\$V>U#y-A£f*£ffi«l 
3 lCgH«©U5i?y-A©K3fi^te. 
25 [15] il 0SSg&K:2tl/r*£l~3 ORS$©Jt^l£LTt#fc» 
zkfctt K tt«^ 5 U - V» 1 3 e«o u # y - A ©»jfim 
[16] Si 0«»g|5{^tT7K^2-l 5K*«©lt*TS^LT#fctt 
t < 7'J-»?)i515 lEH© U #y-A©«j&#8s. 
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[17] msm. r.MM&£zsm7)in-)ifrc>m&nz>-m£tcte-msi 

[18] 7;i^b-X, #^h-X, T)Vh-X, ?>7h- 

X, X^a-X, hW\n-X, *~>Uh-Jk •7>-h-^J;i;iiJX 

[19] mi onmmzMvx. mnnmettfsn&usrFttezzoBm 
z^t$i)#v-&WM$:m^z>mmi 3fs«©u^y-A(D»£&. 

t;7-fe h-hu 2 0 k«© u #y -£©«&#&. 

[22] IgK 1 0 K*aJtC»UT, 1-100 R*ffl5©#8te*i«$8«£te 
/Tf £ii>Pl!2 0 8B«©U#y-A©l!Si#i£. 
15 [2 3] *tt«*U*y-A»ffltLfct#»C, 'Ml OIIMIT, 
0. 5-5 0«MO7K»ttW««F«3&^-rS'J#V-A&»Sif«2 212 

o. 5~ 3 o R*tt©**ttw*s»a*a#-rs u #y-A*fc£ffi« 2 3 te 

20 *©U#V-A©««*». 

m©m^K9i 

#f89Jte» «l<h7K^»^^{Cc}:-pT^UfciSii^©^*^ i bb< 
&tf X 7 'J 1BK fc^tf U * V - AM**£ftA L^T S Z £ £ i: 0 # 
25 &n*«/J>fcU#7-A, Rtf*©SlSS#i£K:HT*. 
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feo^fflt^ns. KfSl/<li«iOIIffli:»Ut, tK2~15K*», 

*f6wrffl^&ns»«tbTtt, ^;i/n-x> 7;P7 h-x, #^7h 
-x«&0*«H& -?;uh-7> 77b-x, 77a-7, M/ad-^o 

^^h-x, x^n-x, hw\n-x, h-;w*fctt*ne»ft«i«. 

#5893K:*5V>T«\ »£JBK®Jt#tt&JI8Snfc^. $F^b<tt, iio 

15 Jt*TfflV>6n*. J:t)»*b<tt, ilOSi«lT, u#v-aji 
tt«t«<D]|&Kj&« 1 *i»KT, ftfcSfr * L < » 0. 0001-0. 5 ttB<D\k&£U 

20 ^77f^'JX y/tjRh^J^77^3'JX v7x7D 

-;HS0, *X77fyMU>, *X7 7^^X^^-;W7S>, X7 
25 ^>^$IUX ytfMX7x-h, *X7 jf ^>t*&tt*tl6© 

)V^7.y79-V)VnV>, yXf70<WX7 75 1 yJ^ , J>^), *7 
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7 7fyM'Jta-^ (i?SUXh'fM777?^ l JtO-^ V 

-Aft«JST5it«»T?#*. #J;U^ IflOSi^LT, 1-10 

0. 5~5 ORSSP* cbOffSKtt, 0. 5~ 3 0 
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^w)-#v-&zmz>zttfx£z>. n?m m&jftwt&mmxm 

10 £2*13) 7^4 0 0 nm^TW0/jN7iU^V-A^#^^<h^T#, 3 0 

15 *ic, ss^awffla, 08*tf» 7pu*-#*-h7w;^-fc«fc*x^ 
saMbsnttjasn*. 
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5 mmm 1 

(i kg) ictK (id £;bn*-, un^j»»bfc. £ia£Tft3? 
Lfc5 o %v;n — mkV s s*> (o. 5g), x^y-;i/ (l. o 

g) tmm&m® cpgei •(FfAy-r^y) if ;hxtjp ; 

0.05g) frZUZUis^ymfoZ&ALtz, 8. OOO @^3 0^ 

10 mmWLT. #58gj©'J#7--A£»&. :©'J#V-AS*TiilOL 

tfc'f&ttl 9 0 nmT&^fc. 

15 tjh*-* cikg) (id £Sn*.> Mijg#Lfc. &m&rifan 
hit 5 o%t;h — xtK**h, Wkvitf-y (5.og)» (8. o 

g) £JIB»te3g4& (PGE1 •(Kj*/^my) IfJUXf^ ; 0. 5 

g) ^s&ai/^vjSiKsaxtfc. 10,000 11^30^1 

Jf#LT, #»iJJ3©y#7--A£»fc. C0'J#V-^*T?±ilOL* 
^gtel 8 0 nmt^of;. 

TjVh- (2.5kg) (C7k (2.5L) Sim*., ttfttttftLfc. 

25 mi/fc5 o%T;wh-X7K^(c:> vmvi/Z-y (i2g), x*/-;i, 

(2 0g) ilgjgttfgtl (PGE1 • (F5**y>f If^XXf 
JW; lg) fr&fciV'S/*' >i§&£&ALfc. 8.000 [eP&? 3 O 
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5 T;vh-7> (lkg) £tK (0. 3D &ipAfc-7;H — X7 7'J-i:, IP 
HU^> (5.0g) £x*/-;P (8. Og) jfe&fcSU5/^>»*&ftAU 
fc. X7'J-£&# 8,000 EHETfl 5#IKffli#LT, #S893©y #y-A£r 

10 

T;i/h-X (2 0g) fczk (8ml) ^JPAfcTjl'h-XX^U-^, v 
5UXh-fj^7 75 : yJl/3'J> (0. lg) tX.?y-)l (0. 2g) 
S«i££aAL£. *?'J-ftfc$n OO0(ET!6O#W«#LT, *»9i 
15 <B'J#y-A£#&. £OU$y-A£*T±*2 0 Om 1 £T^U ft 

20 TJH—T. (2 0g) (8ml) ^SP^fcT^ U -IC, v> 
hi';i/^7.7 7 5 1 > 5 ;U3'J>, it/VVS. h-fM777f^l'^ , Jt 
□ -^*«kr;=iU^T'P-^6&Sfi^» (6 5:5:3 0) (0. 2g) £ 
X*y-;U (0.3g) 3^6ttS*«*fiEXt&. ^5'J-Si»10 0@l6 
T6 0^IJtUT, *56WOU#y-A*#fc. E0U#y-A&*"C£ 

25 12 0 0ml $T?*RU ftW3t»aitJ: DTO^g^jMSfcofcSSJII, 
'J#y-A<Di6H^te2 2 0 nmT&ofco 
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T^h-T. (lOg) KtR (90ml) ^iDAfel 0%-7;Uh-7>7jcM 
K, 9Pfk->f> (o. 3g) <hx^y-;i/ (3. Og) ^<=>&£l/:>^>iM£ 
aALfCo 1 0 O0&T6 0#P^#LTU#7-A£#*:. Z. 

^g^^t)ofc^ U#V-A©efl(J8 0 0 nmT&o/io 

&a*l<A5 0 %7j<ig*£ (20ml) fC, WnVisJ-y (0. 6g) tl^y 
(0. 8g) fr£&Sl/v^>?M£aAL£o SfSt*, ft^ioonite 

tlOOml #«OiSfi4 0 0 nmfc*5tt*!R3fc«&«lJ£ 
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& 1 







j t;h — 7. 


1.0 3 




1. 10 




0. 5 1 




0.9 7 




0.8 1 




0.9 1 



fi[^fft)/h$^Jli:ft«tobTVi* (Gregory Gregoriadis LIPOSOME 
5 TECHNOLOGY, Vol. I. 2nd Edition, 568-571 (1993 ^58fr)). 
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5 2. i^«(D^7X^ ! fot<«ilX7U-lc, B«*£tr'J#7-AK«> 
SaXTS^fcckOftSnaja^g^ 0 0nm±0/hSl»»*OiHl 

3. mi oH*aR^L/T7k*i~3 ommmom^^tsm7mmhL 

< \mx y u -sffl v>s»*©«h i tamw u #v-a, 

10 4. «fl 0RI»l:»l/T*4 2-l 5»»gR(DiiJ^T^trll7K^ i bt 

< fctSS* 7 U -ftffl Vi*»*©«iB 3C«® U #V-A. 

©n*ffl^5Sf*©isffliaBaiou*v-A. 

6. Wn-x, h-x, #^h-x, TjUh-x, 7#h-x> 
15 X^d-X, hW\o-^, ^J/iJMV, ^^h-m^l'JX'Jh 

^atfns-a*fctt-a«±©ti*ffl ^*»#©«h 5 ism© u # 

7-A„ 

7 . Hi 0 KSSBKittbT, 5 K«»#T£fc**©lBKft 
^•tfU#V-Aif^fflV^»^tgfflll5«<DU#V-A„ 

i be«© u #v-a. 
7-t h u ;ud^as«nsai«ottiB 8 um<n u # v-a. 

10. ami OStMSBlCttLTl^l 0 0HM©7K»ttWflH»tt*«ffl 
25 T5»#©$gH8fE*c©U#7--A. 

1 1. ^WJ^V-A^JiLfctfC, |g*10»I»l:»lT, 
0.5~5 0««»©**ttW**«3Wa#-r*»*©«iBl 0E«OU#V 
-A« 
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1 2. *eft*ij#v-A«fflfcLfc£#fc, mm onmrnzntx, 

0.5-3 OK»W07K«ttW««jftt*«a#-r*»*OlBBai 1B1©'J#V 
-A. 

13. EiftS©JS*$ifcfclXfcm;*7U-l;:, IBKS'&trU^V-AB 

14. KI*o**»lt"bl/<iatX5'J-l:, BKS^tr»J#v-AR 
»tftXUfi^l/Tttfff*«4 0 0nm±D/h3V>U>JW-A£fS5»#© 
tgffl 1 3 fcE*0«'hfcU #V-A®8im 

1 5. £1 0»*«^UT7K*l-3 OMBROJtJtSTfii^bT^fc* 

io 7k®mbL<\mxy ] )-zm^z>m&(Dmmi 3fB*©'j#y-A©«$fi 

1 6. til 0H»glUCttLT7j<£2~l 5K««©Jt*1?S^L/Tftfc« 
7K^&fcL<^X5U-£ffl^Sf»;fc©l5Bl 5fB*OU#V-A©«jfi 

15 17. i4i»*J:t«t7;w3-;i/*>6atfn*--«*fci4ra« 

18. ^□-7., 7Jl^h-X, #-7^b-X, t;H — X, 7^h- 

20 ©U#y-A©»i6£i£. 

1 9. mi OJtW^lT, IB»©W^5Wia5aTi:ttS*©»K 

v>att#©iBiai 3ia*©u#y-A©«ii*is6. 

h >j ;i/*v6S«n5is*©ttia 2 0 ib«s© u #y-A©»ig^fe. 

2 2. mm l 0S1MIT1-1 0 0HS«©jjc&ttW«Jg«£teffl 
1-^>l*^©t5ffl2 OIH«c©U^y-A©S!ig^. 
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2 3. *tttt»U#7-A«fflfcbfc£££, 0«I»rjlt, 

24. «tt«jiU#y-A««Ji:Ufcfc*K, JBKl OKaSNcftl/r, 
5 0.5-3 OKaa5©**tt#*»«^»#T*U#V-^*#*W*©«B8 
2 3IB«©'J#y-A©»5i^te. 



16 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP00/03472 



A. CLASSIFICATION OF SUBJECT MATTER 
Int. CI 7 A61K9/127 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
lilt. CI 7 A61K9/127 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 



X 
A 

X 
A 



JP, 6-239734, A (Kanebo, LTD.), 
30 August, 1994 (30.08.94) (Family: none) 
(especially, Claims; Par. Nos . [0013], [0014], [0022], 
[0023] ) 



JP, 60-7933, A (Daiichi Pharmaceutical Co., Ltd.), 
16 January, 1985 (16.01.85) (Family: none) 
(especially, examples 1, 3, 4, ) 



JP, 3-123637, A (Kao Corporation), 

27 May, 1991 (27.05.91) (Family: none) 

(especially, Claims 1,3; examples 1, 2, ) 



1,2,5,6,8-10, 
13,14,17,18, 
20-22 
3,4,7,11,12,15 
,16,19,23,24 

1,5,6,13,17,18 

2-4,7-12,14-16 
,19-24 

1,2,5,6 

3,4,7-24 



[~| Further documents are listed in the continuation of Box C See patent family annex. 



* Special categories of cited documents: "T" 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing "X" 

date 

U V document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other "V 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
28 July, 2000 (28.07.00) 



Date of mailing of the international search report 
08 August, 2000 (08.08.00) 



Name and mailing address of the ISA/ 
Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



m^tHm^f^- PCT/JP00/0 3 4 72 



A. &W<nmi-ZfrWKDftm (BUWMMHi (IPO ) 

Int.Cl' A 6 1 K9/1 2 7 



PHE«rffofcft/hK*» (BII»1#IM«I (IPC) ) 
Int.Cl' A 6 1 K9/1 2 7 







Mai"* 


X 


JP, 6-239734, A (flttfrHcagftfc) 


1, 2, 5, 6, 8-1 




30. 8£. 1994 (30. 08. 94) (77$y-ftl) 


0, 13, 14, 17, 1 




MflHC, KHMSfcftafcH, [0013], [0014], [002 


8, 20-22 


A 


2] , [0 0 2 3]) 


3,4, 7, 11,12, 






15, 16, 19, 23, 






24 


X 


jp, eo-793 3, a (m-mmft&£&) 


1,5, 6, 13, 17, 




16. 1ft. 1985 (16. 01. 85) (7r$!J-4U 


18 


A 


nmm 1 , 3, 4 > 


2-4, 7-12, 14- 






16, 19-24 



0 c«iott*jcts:tt*sjij*sn-cv^5 0 



B«L<tttt<0»giJ*aft«:*5ii-5fc*lc5lffli-S 



HBMEfc^TLfcB 

2 8. 0 7. 0 0 


HR»HE«*o*iSB 0 8.08 00 


B*B4MWt (1 SA/J P) 
1 0 0-8 9 1 5 
3WC«^Ba BMWBBZT § 4 « 3 % 


^ » # £ -7- 

miS#-^- 03-3581-1101 P 


' 4 C 


8 5 17 


■Sift 3 4 5 2 



aSPCT/lSA/2 10 (S 2 (1 9 9 8¥7^) 



HI8ffl«f## PCT/JPOO/0347 2 



c («») . ®m-tzkmt>b)xz>xm 



flurry-* 



x 

A 



JP, 3-123637, A 
27. 5/3. 1991 (27. 05 



9 1) 
1, 



2) 



1,2, 5,6 
3, 4, 7-24 



*5£PCT/I SA/2 10 (fl^-Sto**) ( 1 9 9 8^7^) 



